Extended Data s1-s3

Extended Data Fig 1. AAV-hACE2 infection makes WT mice susceptible to SARS-CoV-2.

a, Immunofluorescence staining of ACEZ2 in mice infected with AAV-hACE2, 20 days post
infection. b, Flow cytometry gating strategy for figures 1g, 3g-i, extended data fig 1c, and

extended data fig 3a-c. ¢, Representative flow cytometry plots for figure 1g T cells and NK cells.

d, Representative flow cytometry plots for figure 1g myeloid cells. e, Different macrophage
populations in the lungs of SARS-CoV-2 infected mice two days post infection by flow

cytometry. f, Serum of mice were collected 7 days after infection with SARS-CoV-2 and limiting
dilutions were made to measure reactivity against S1 protein of SARS-CoV-2 using ELISA. g,

Serum of mice were collected 14 days after infection with SARS-CoV-2 and limiting dilutions
were made to measure reactivity against S1 protein of SARS-CoV-2 using ELISA.
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Extended Data Fig 2. Myeloid cell infiltration in SARS-CoV-2 infected mice. a, Flow
cytometry gating strategy for figures 1g, 3d-f, and extended data fig 1b, 1e and extended data
fig. 2b-d. b, Relative percentage of different cell populations in different knockout mice infected
with SARS-CoV-2 two days post infection. ¢, Representative flow cytometry plots for figure 3d
and e. d, Relative percentage of myeloid cell populations in wildtype mice infected with AAV-

hACE2 at days 2 and 4 post SARS-CoV-2 infection.
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Extended Data Fig 3. T cell and NK cell infiltration in SARS-CoV-2 infected mice. a,
Representative flow cytometry plots for figure 3g-i. b, Relative percentage of different lymphoid
cell populations in different knockout mice infected with SARS-CoV-2 two days post infection. ¢,
Relative percentage of lymphoid cell populations in wildtype mice infected with AAV-hACE2 at

days 2 and 4 post SARS-CoV-2 infection.

A Non-transduced B6J  BEJ+AAV-hACE2 B6J+AAV-hACE2  IFNAR+AAV-hACE2 IRF3/7+AAV-hACE2 B CD8* T cells CD4* T cells
Uninfected Uninfected 2dpi 2dpii 2dpi 20
129 162
0ty o 15 %
2 2
] fa) Qa
E S 10 ©
3 °! 5 5
p:S ® R
g~ s, 3
1 T 0
096 | 1183 245 | 314 454 AAV-RACE2 - + o+ 4+ AAV-PACE2 - +
SARS-CoV-2 - - + + +  SARSCoV:2 -
ki 1 BeJ
< E
i = B6J
é 1.04 0.60 60.6 377 20
10t o 10° ¢ 10° 10t o 10° 10t - BeJ
. . o 15 3 IFNAR™
L 288 289 233 668 26.7 Q B3 RF3/7
w ] 9210
E| E| o
i i =
S ] < 5
< o1 H H i
= i i i
g w 3 i 0
TS e TR e T e T AAVHACEZ - + + + +
CD69 SARS-CoV-2 - - + + +
C CD69* NK cells CD69*CD44*CD8"* T cells CD69*'CD44*CD4" T cells
40 50 40
240 ° =
2 = o
230 8 830
o 0 © = =
X o 30 t
Z20 a 020
s} O 20 O
X G ‘5
B
10 =10 =10
0 0 0
AAV-hACE2 + + + AAV-hACE2 + + + AAV-hACE2 + + +
SARS-CoV-2 N SARS-CoV-2 -+ SARS-CoV-2 -+




